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VA seeking proposals for research on military deployments

he Office of Research and
T Development of VA isseeking to

fund new research on Gulf War
illnesses and awide range of other
issues relating to the health effects of
military deployment. The new solicita-
tion will add to VA'sexisting portfolio
of research on the topic.

Since 1994, VA, the Department of
Defense (DoD) and the Department of
Health and Human Services have spent
$213 million on 224 research projects
relating to the effects of military
deployment. VA plansto spend up to
an additional $20 million on this
initiative by the end of fiscal 2004.

“Thisis not anew focusfor us, but
wewant to remind our investigators of
theimportance of thisissue and

reemphasize our continuing commit-
ment to it,” said acting chief research
and devel opment officer JamesF.
Burris, MD. “VA has always consid-
ered military occupational and environ-
mental exposuresto be ahigh-priority
research area.”

So far, research has documented a
nearly two-fold increase in the rate of
amyotrophic lateral sclerosis(ALS) in
Gulf War veterans, compared to non-
deployed veterans of the same era.
Studies have also confirmed increased
rates of illnesses such as chronic
fatigue, muscul oskeletal problems,
asthma, post-traumatic stress disorder,
depression and memory problems. In
clinical trialsfunded jointly by VA and
the Department of Defense, antibiotics
failed to improve these symptoms, but
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exercise and cognitive behavioral
therapy proved effective.

Thenew solicitation isaimed at
addressing issuesfaced not only by
Gulf War veterans, but by service
membersin any hazardous deployment.
Examples aretherecent actionsin
Bosniaand Afghanistan, and even
Project SHAD, an operationinthe
1960s and ' 70s designed to test the
vulnerability of warshipsto chemical
or biological attack and to develop
countermeasures. The current specter
of war in the Mideast underscoresthe
urgent need for additional deployment
research.

“Because of theincreased frequency

see DEPLOYMENTS on page 2

Partnership with Mann Foundation will advance BION technology

By Mindy Aisen, MD, Director

Rehabilitation is both transforming and expanding asa
science, where cutting edge micro- and nano-technology may,
indeed, bethe new assistivetechnology. Thisiswhy VA's
Rehabilitation Research and Devel opment Service (RR& D)
ispleased to announce anew partnership with the Alfred E.
Mann Foundation (AMF) to explore BION technology.

BIONSs, atrademarked name from thewords“bionic
neurons,” arewireless, implantable stimulating devices. This
isan exciting opportunity to merge platform technology and
clinical research to enhancethe quality of rehabilitation and
make available cutting-edgetherapiesto veterans.

AMF, anonprofit corporation based in California, has
made major technological contributionsto numerous
assistive devicesand therapies, including Cochlear implants,
neuromuscular stimulation, and long-life cardiac pacing
systems. The Mann Foundation has ateam of engineersand
scientistswith expertiseinlow-power subminiatureinte-
grated circuit design; digital and analog radio communica
tions; mechanical engineering; implantable, rechargeable
power source engineering; control and user interface soft-
wareengineering; and system-level engineering.

BION technology ison the cusp of the man and machine

see BIONS on page 2
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Once-weekly drug regimen effective in

tuberculosis trial

In astudy published inthe Aug. 17 issue of The Lancet, VA investigators and

colleagues at 23 medical centersin the United States and Canada confirmed that a

once-weekly tubercul osis (TB) regimen using the new long-acting drug
rifapentine, initiated after the first two months of therapy, isaviable option for
HIV-negative patientswith no signs of advanced TB. The new regimen, compared
to the standard twice-weekly regimen, may help improve adherenceamong TB
patients and prevent further transmission of the disease.

see TRIAL on page 3

BIONS (continued from page 1)

interface. A BION isawirelessand
implantable microchip, about the size of
agrain of rice, that is programmed
externally. Themicrochip delivers
digitally controlled and regulated pul ses
that interact with the muscular system,
activating nerves. Significantly, BIONS,
because of their size, can beimplanted
by injection in an outpatient setting by
any physician, reducing clinical costs.
They also have numerous benefitsfor
theveteran population, including
decreased risk of infection, skin break-
down or tissue damage.

BIONshold the promisetoimprove
functioning in veteransreceiving health-
care servicesfor motor rehabilitation,
bowel and bladder control, swallowing
and vocal control difficulties, cardiores-
piratory conditioning, pain management,
and other conditionsand diseases.
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The cooperativeresearch and
development agreement (CRADA) with
the Mann Foundation isone of thefirst
agreements RR& D hassigned outside
of federal laboratories. AMF has
technol ogy and fabricating facilities
with great potential for clinical applica
tion, but no clinical base. On the other
hand, RR& D has an interest in advanc-
ing platform technol ogy, but focusesits
research and devel opment effortson

studieswith clinical relevance. Together,

AMF and RR& D resourcesform a
seamlesstransition from bench science
to clinical research. Studieswill be
jointly managed and any intellectual
property devel oped as aresult of
collaborativework will be shared.

Althoughthe CRADA wassigned
only recently, the partnershipispro-
gressing well. A consensus meeting has
been held and arequest for proposalsis
about to beissued. We are expecting
letters of intent in late January or early
February. RR&D isaso incorporating
clinical applicationsof BION technol-
ogy into research and devel opment
priorities. With this partnership and
othersthat are currently under negotia-
tion, RR& D continuesto build the
infrastructure necessary to lead rehabili-
tation research and ultimately to rewrite
standards of rehabilitative care. |
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of deployments, together witha
downsizing of the active duty force,
members of the armed forces arefacing
potentially hazardous environments
withincreasing regularity,” noted
Kelley Ann Brix, MD, assistant chief
research and devel opment officer for
VA.

The new program announcement
identifiesfive major research catego-
riesaspriorities:

« Long-term health effects of
hazardous deployments

 Health impacts of specific military
exposures

 Improvementsin thediagnosisand
evaluation of deployment-related
illnesses

 Improvementsin thetreatment of
deployment-related illnesses

* Health-risk communication for
veterans and health-care providers.

All four of VA'sresearch services—
Medical Research, Cooperative
Studies, Rehabilitation Research, and
Health Services—will bereviewing
letters of intent submitted by VA
investigators. The solicitation isopen-
ended, however proposals must be
submitted by the application deadline
of therelevant research service. Studies
are especially encouraged that address
gapsin existing research; that involve
collaboration with DoD; and that
would likely result in specific clinical
or policy recommendationswithina
short time frame. The full program
announcement, including extensive
background, references, and instruc-
tions, can be found on the Web at
http://www.va.gov/resdev. Click on
“What's New” under the“ Research
Programs” heading, and then click on
“Program Announcement: Deployment
Health Issues.” m
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Study holds promise for safer hormone replacement therapy

A VA scientist hasidentified asynthetic estrogen-like

compound that reverses bonelossin mice without the
reproductive side effects associated wtih conventional
hormone replacement therapy (HRT). Thefinding, reported
inthe Oct. 25 edition of Science, could lead to new therapies
to prevent osteoporosis and enable safer alternativesto
existing hormone treatments, shown earlier thisyear to pose
more serious risksthan previously thought.

“We are devel oping anew class of pharmaceutical agents
with the potential for bone-building, sex-neutral hormone
replacement therapy,” said lead investigator Stavros C.
Manolagas, MD, PhD, an endocrinologist with the Central
Arkansas Veterans Health Care System and the University
of Arkansasfor Medical Sciences.

Manolagas' team reported last year in the journal Cell
that sex hormones exert their bone-protecting and reproduc-
tive effectsthrough separate cellular mechanisms. The
researchersalsoidentified asynthetic estrogen-like hor-
mone—" estren” —that worksin one pathway but not the
other. The new study isthefirst time scientists have demon-
strated in animals how synthetic hormones can work in this
modeto build bone without affecting reproductive organs.

Manolagas and colleaguestested the effects of estren,
compared to conventional estrogen and testosterone, inmale
and female mice. Some of the mice had their ovariesor
testisremoved, to halt the production of their natural sex
hormones. The researchersthen gave back anaturally
occurring form of estrogen, for females, or testosterone, for
mal es, to one group of sex-organ-deficient mice. Another
group received the synthetic hormone estren, regardless of
SeX.

Remarkably, estren was even more effective than estro-
gen for females, and just as effective astestosterone for
males, in helping bone. In fact, while estrogen only pre-
vented boneloss, the estren actually increased bone density
and strength, even to levelsabovethose of thefemale mice
with their ovariesintact.

Most important, the estren—unlike the estrogen or
testosterone—had no effect on the weight of the uterus or
seminal vesicle. Moreover, the estren, unlike estrogen, did
not trigger the growth of breast-cancer cellsin a Petri dish.
While estrogen preservesthe mass and function of female
sex organs, it has also been shown to cause tumorswith
prolonged use as atherapy. m
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Bronx.

Center and Duke University.

The study was conducted by the Tuberculosis Trials Consortium, a project of the Centersfor Disease Control
(CDC). Participating in the study were 14 VA hospitals: San Antonio, Houston, Little Rock, Durham, Chicago
(Lakeside, Hines and Westside), LosAngeles, San Francisco, Washington, DC; Nashville, Miami, New York and the

Inthetrial, morethan 1,000 HIV-negative patientswith active TB disease completed eight weeks of intensive
therapy with thefour frontline TB drugs— isoniazid, rifampin, pyrazinamide and ethambutol—before being randomly
assigned to one of two groups during the 16-week continuation phase of TB treatment.

The experimental group received isoniazid and rifapentine once aweek. Rifapentine, thefirst new TB drug approved
by the Food and Drug Administration since the 1970s, staysin the bloodstream longer than other TB drugs.

The control group received the standard therapy of twice-weekly isoniazid and rifampin.

Both groups of patientswere followed for two years. Nine percent of those on the once-weekly regimen either
relapsed or experienced treatment failure. Six percent on the twice-weekly regimen relapsed or had atreatment failure.
However, when the study team reviewed data on those patients without lung cavities, they found that the rel apse rates
were comparable—about three percent in both treatment arms.

“Weidentified agroup of HIV-negative patientsin whom the once-a-week therapy would be as successful as other
currently approved treatment regimens,” said team member Carol Dukes Hamilton, MD, of the Durham VA Medical

The CDC will beincorporating the once-weekly regimeninto itsnew TB treatment guidelines, due out by early 2003. |
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| Career achievements |

MorrisWeinberger, PhD, of the
Institutefor Clinical and Epidemiologi-
cal Research at the Durham VA
Medical Center, received the 2002
Vision Award from the organization
“Improving Chronic llinessCare.” The
group recognized Weinberger for his
“innovative and methodologically
rigorous research on methodsto
improvethe care of patientswith
arthritis, diabetes, and other major
chronic conditions.”

Hayden B. Bosworth, PhD, also of
the Institute for Clinical and Epidemio-
logical Researchin Durham, received
the Margaret M. Baltes Early Career
Award from the Gerontological Society
of America. Theawardisgiven for
early-career contributionsin clinical
medicine and the biological, behavioral
and social sciences. The award comes
with an honorarium and an invitation
to lecture at the Gerontol ogical Society
of AmericaFall 2003 meeting in San
Diego.

Authors sought for history of VA research

r. Marguerite Hays, one-time head of VA research nationwide and today a
E consultant at the Palo Alto VA Medical Center, is seeking authorsto help
write acomprehensive history of VA research.

Thebook will contain two volumes. Thefirst volume, penned by Hays her-
self—based on more than 200 firsthand interviews and a variety of other
sources— chronicles VA research from itsinception in 1925 through 1980. The
second volume will contain chapterswritten by various authors and edited by
Hays, detailing the history of specific subject areasin VA research or the history
of research programsat individual medical centers.

Whilethe book will certainly contain information about medical breakthroughs
involving VA—such astheinvention and first successful implantation of the
cardiac pacemaker, at the Buffalo VAMC in 1960—Hays goal isto bring into
the limelight more of the painstakingly incremental work that |eadsto such major
advances.

“1 want to talk about the journeymen people,” said Hays, whose research
career hasfocused on nuclear medicine. “ For every breakthrough that occurs,
there are an awful lot of people doing the step-by-step research. That'sthe real
way in which science occurs. These people don’t always get the attention. | hope
thisbook helpsremedy that.”

If you areinterested in contributing a chapter about your field of research or
medical center, or would like more information, contact Hays at
Ritahays19@yahoo.com or Marguerite.Hays2@med.va.gov.

For the date of VA R&D’s next National Hotline Conference Call, visit:

http://vaww.va.gov/resdev/fr/call_calendar.cfm
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